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Amendments to the Claims; 



This listing of claims will replace all prior versions, and listings, of claims in this application. 
Listing of Claims: 

1. (Currently Amended) A compound of formula I or formula II Ha: 




wherein: 

X is Q, N, S, SO a-er C; 

Y is selected from: O , NR^ , S , SO , SOg , and CR ^R ^ , NSO ^R^ 4 -, 
NCOR^ -r-CR-^COR^-r-C^^OGQR ^ and CO ; 



2 



Case21273P 
SN 10/549,739 
12/29/2008 



Rl 1 is selected from: hydroxy, hydrogen, Ci_6alkyl, -0-Ci-6alkyl, benzyl, phenyl and C3- 
6cycloalkyl, where said alkyl, phenyl, benzyl and cycloalkyl groups are unsubstituted or 
substituted with 1-3 substituents, and where said substituents are independently selected from: 
halo, hydroxy, Ci-3alkyl, Ci-3alkoxy, -CO2H, -C02-Ci_6alkyl and trifluoromethyl; 

Rl2 is selected from: hydrogen, Ci-6 alkyl, benzyl, phenyl and C3-6cycloalkyl, where said 
alkyl, phenyl, benzyl and cycloalkyl groups are unsubstituted or substituted with 1-3 
substituents, and where said substituents are independently selected from: halo, hydroxy, Cl- 
3alkyl, Cl-3alkoxy, -CO2H, -C02-Ci-6alkyl, and trifluoromethyl; 

Rl3 is selected from: hydrogen, Ci-6alkyl, -0-Ci-6alkyl, benzyl, phenyl and C3-6cycloalkyl, 
where said alkyl, phenyl, benzyl and cycloalkyl groups are unsubstituted or substituted with 1-3 
substituents, and where said substituents are independently selected from: halo, hydroxy, Ci_ 
3alkyl, Ci_3alkoxy, -CO2H, -C02-Ci-6alkyl and trifluoromethyl; 

Rl4 is selected from: hydroxy, Ci-6 alkyl, -0-Ci-6alkyl, benzyl, phenyl, and C3-6cycloalkyl, 
where said alkyl, phenyl, benzyl and cycloalkyl groups are unsubstituted or substituted with 1-3 
substituents, and where said substituents are independently selected from: halo, hydroxy, Ci_ 
3alkyl, Ci-3alkoxy, -CO2H, -CO2-C1-6 alkyl and trifluoromethyl; 

e ach Z is indep e nd e ntly selected from C andN; or N, wh e r e at most two of th e Z are N; 

Rl is selected from: 

(a) hydrogen, 

(b) -Ci_6alkyl, 

(c) -Co-6alkyl-0-Ci-6alkyl, 

(d) -Co-6alkyl-S-Ci-6alkyl, 

(e) -(Co-6alkyl)-(C3-7cycloalkyl)-(Co-6alkyl), 

(f) hydroxy, 

(g) heterocycle, 

(h) -CN, 
(0-NR12r12 

G)-NRl2C0R 13 , 
(k)-NRl2S02R 14 , 

(1) -CORll, 
(m)-CONRl2Rl2 and 
(n) phenyl; 
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where said alkyl and cycloalkyl are unsubstituted or substituted with 1-7 substituents, and 
where said substituents are independently selected from: halo, hydroxy, -0-Ci-3alkyl, 
trifluoromethyl, Ci-3alkyl, -0-Ci-3alkyl, -CORH, -S02R 14 > -NHCOCH3, -NHS0 2 CH 33 - 
heterocycle, =0, -CN, and where said phenyl and heterocycle are unsubstituted or substituted 
with 1-3 substituents where the substituents are independently selected from: halo, hydroxy, - 
CORl 1, Ci-3alkyl, Ci-3alkoxy and trifluoromethyl; 

i s selected from: 

(a) hydrog e n, 

(b) Gj- ^alkyl, optionally substitut e d with 1 3 fluoro, 

(e) Q-Gj ^allcyl, optionally substituted with 1 3 fluoro, 

(d) hydroxy, 

(e) chloro, 

(f) fluoro, 

(g) bromo, 

(h) phenyl, 

(i) heterocycl e , and 

(}) nothing or O (when th e Z bonded to R^ is N); 

R3 is selected from: 



(a) 


hydrogen, 


(b) 


C 1-3 alkyl, optionally substituted with 1-3 fluoro, 


(c) 


-0-Cl-3alkyl, optionally substituted with 1-3 fluoro, 


(d) 


hydroxy, 


(e) 


chloro, 


(f) 


fluoro, 


(g) 


bromo, 


(h) 


phenyl, 


(i) 


heterocycle, and 


0) 


nothing or 0 (when the Z bonded to R3 is N); 



R4 is s e l e ct e d from: 

(a) hydrog e n, 

(b) Gj-g alkyl, optionally substitut e d with 1 3 fluoro, 

(e) Q-Gj-g xilkyl, optionally substitut e d with 1 3 fluoro, 

(d) hydroxy, 

(e) chloro, 

(£) fluoro, 

(g) bromo, 

(h) phenyl, 

(i) het e rocycl e , and 
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(j) nothing or O (wh e n th e Z bond e d to R4 is N); 

R5 is selected from: 

(a) Ci-6alkyl, where alkyl is unsubstituted or substituted with 1-6 fluoro and optionally 
substituted with hydroxyl, 

(b) -0-Ci-6alkyl, where alkyl is unsubstituted or substituted with 1-6 fluoro, 

(c) -CO-Ci-6alkyl, where alkyl is unsubstituted or substituted with 1-6 fluoro, 

(d) -S-Ci-6alkyl, where alkyl is unsubstituted or substituted with 1-6 fluoro, 

(e) -pyridyl, which is unsubstituted or substituted with one or more substituents selected 
from: halo, trifluoromethyl, Ci-4alkyl, and COR^, 

(f) fluoro, 

(g) chloro, 

(h) bromo, 

(i) -C4-6cycloalkyl, 

(j) -0-C4-6cycloalkyl, 

(k) phenyl, which is unsubstituted or substituted with one or more substituents selected 
from: halo, trifluoromethyl, Cl-4alkyl, and COR* 1, 

(1) -O-phenyl, which is unsubstituted or substituted with one or more substituents selected 
from: halo, trifluoromethyl, Ci-4alkyl, and COR 1 1, 

(m) -C3-6cycloalkyl, where alkyl is unsubstituted or substituted with 1-6 fluoro, 
(n) -0-C3_6cycloalkyl, where alkyl is unsubstituted or substituted with 1-6 fluoro, 
(o) -heterocycle, 
(p) -CN, and 

(q) -CORll; 

is s e lect e d from: 
(a) hydrog e n, 

(b) Gt-g alkyl, optionally substitut e d with 1 3 fluoro, 

(e) Q-Gj-^ alkyl, optionally substitut e d with 1 3 fluoro, 

(d) hydroxy, 

(e) chloro, 

(f) fluoro, 

(g) bromo, 

(h) ph e nyl, 

(g) het e rocycl e , and 

(h) nothing, wh e n th e Z bond e d to R^ is N; 

R ^ is s e lect e d from: 
(a) hydrog e n, 
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(bH€Q- 6alkyl) ph e nyl, 

(c) (C0 - 6allcyl) h e t e rocycl e , 

(d) (CQ - 6allcyl) C^ - ycycloalkyl , 

(eHGQ- gdkyl) COR ^, 

ffHGQ^ oUcyl) (alkeno) COR* *? 
feHGfr jalkyl) SQ^ H, 
(hH€Q ^allcyl) W Co ^alkyl, 
(iHGo-6 Qlkyl) CONR^ phenyl, 
ffiGQ^ olkyl) CONR30 v COR^^and 
(k) nothing, wh e n X is O, S, or SO g)? 

whore W is selected from: a singl e bond, O , S , SO , SO2 , CO 5 COg 5 CONR^ and 
NR^ , where V is s e l e ct e d from Cj - ffdkyl or ph e nyl, 

wh e r e R^Q is hydrogen, C j- 4alkyl or is join e d via a 1 5 carbon t e ther to one of the carbons of 
V to form a ring, where the CQ - 6alkyl is unsubstituted or substitut e d with 1 5 substitu e nts, 

wher e said substitu e nts are indep e ndently s e lect e d from: halo, hydroxy, CQ -6 olkyl, — 
g ulkyl, trifluorom e thyl, and CQ -2 alkyl phenyl, 

wh e r e th e ph e nyl, h e terocycl e , cycloalkyl, and CQ - 4alkyl is unsubstitut e d or substitut e d with 1 
5 substitu e nts wher e th e substituents ar e ind e p e nd e ntly sel e ct e d from: halo, trifluorom e thyl, 
hydroxy, C4 -3 alkyl, O Q -^ alkyl, Cq ^-€QR± ±, CN, NR^ R ^, CONR^ R ^, and CQ - 
3 . h e t e rocycl e , or wh e r e th e ph e nyl and h e t e rocycle are-fus e d to anoth e r h e terocycle, which 
its e lf is unsubstitut e d orsubstitut e d with 1 2 substituents ind e p e nd e ntly s e lected from hydroxy, 
halo, CORll,and CI 3alkyl, 

and wh e r e alk e n e is unsubstituted or substituted with 1 3 substitu e nts which are independ e ntly 
s e l e cted from: halo, trifluoromethyl, Cj -^ alkyl, ph e nyl, and h e t e rocycl e ; 

R & is sel e ct e d from: 

(a) hydrog e n, 

(b) — nothing wh e n X is e ither O, S, SOg or N or when a doubl e bond joins the carbons to 

which R^ and R- t Q ar e attach e d, 

(e) hydroxy, 

(e) Gj- ffilkyl hydroxy, 
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<g) — gorw, 

(b) GONR^R^and 

© GNt 

or wh e r e R? and are fee joined together to form a ring which is selected from: 

(a) lH-indene, 

(b) 2,3 -dihydro- 1 H-indene, 

(c) 2,3 -dihydro-benzofuran, 

(d) 1,3-dihydro-isobenzofuran, 

(e) 2,3 -dihydro-benzothiofuran, 

(f) 1 ,3-dihydro-isobenzothiofuran, 

(g) 6if-cyclopenta[</]isoxazol-3-ol 

(h) cyclopentane, and 

(i) cyclohexane, 

where the ring formed is unsubstituted or substituted with 1-5 substituents independently 
selected from: halo, trifluoromethyl, hydroxy, Ci-3alkyl, -0-Ci-3alkyl, -Co-3-CORH 5 -CN, - 
NR12r12 ? -CONRl2Rl2 ? and -C0-3-heterocycle, and 

or wh e r e R^ and R^ or R& and R^ ar e join e d togeth e r to form a ring which is ph e nyl or 
het e rocycl e , wh e r e said ring is unsubstitut e d or substitut e d with 1 7 substituents, wh e re said 
substitu e nt s ar e ind e p e nd e ntly s e l e ct e d from: halo, trifluorom e thyl, hydroxy, Q - ^alkyl, O C4 - 

yilkyl, COR±±, CN, NR^R43, and CONR^R^i 

R9 andRlO are independently selected from: 

(a) hydrogen, 

(b) hydroxy, 

(c) Ci- 6 alkyl, 

(d) Ci-6alkyl-CORll, 

(e) C 1 -6alkyl-hydroxy, 

(f) -0-Ci_3alkyl, and 

(g) ~~0, when R^ or R ^ is conn e ct e d to th e ring via a doubl e bond, and 
(fe) halo; 

R ^ is hydrog e n or Cj - ^alkyl, which is unsubstitut e d or substitut e d with 1 3 substituents 
wh e r e th e substitu e nts ar e indep e nd e ntly s e l e ct e d from: halo, hydroxy, CO^H, C0 2G±- 
ffilkyl, and O Cj -g xilkyl; 
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R^ > is select e d from: 

(a) hydrog e n, 

(b) G4- 6alkyl, wh e r e alkyl is unsubstitut e d or substituted with 1 6 substituents 

wh e r e th e substitu e nts are sel e ct e d from: fluoro, Gj 3alkoxy, hydroxy, COR ^ 

{e) fluoro, 

(4) Q-Gj- yrikyl, wh e r e allcyl is unsubstitut e d or substituted with 1 3 fluoro, and 

(e) cycloalkyl, 

m Q-€5-6 cycloalkyl, 

(g) hydroxy, 

(h) GOR-W", 

® 0€OR^ T 

ar e join e d tog e ther via a Q i- 4alkyl or a 
Gfl- 2alkyl O C4 -3 -alkyl chain to form a 5 7 m e mb e r e d ring; 

R~^ is s e l e ct e d from: 

(a) hydrog e n, 

(b) Gj- ^alkyl, wh e r e alkyl is unsubstitut e d or substituted with 1 6 substitu e nts, wh e r e said 

substitu e nts ar e s e l e ct e d from: fluoro, Q -g alkoxy, hydroxy, COR^ 

(e) GOR-W-, 

(d) hydroxy, and 

{e) Q^Gj- ffilkyl, wh e r e alkyl is unsubstitut e d or substitut e d with 1 6 substitu e nts, wh e r e 

said substitu e nts ar e s e l e ct e d from: fluoro, Cj^alkoxy, hydroxy, COR^ ? 

ar e join e d tog e th e r by a Cj - 4alkyl chain or a 
Gfl-3 -alkyl O CQ - ^allcyl chain to form a 3 6 m e mb e r e d ring; 

R~*~& is s e l e cted from: 

(a) hydrog e n, and 

(b) Gj- £alkyl, wh e r e alkyl is unsubstitut e d or substitut e d with 1 6 fluoro, 

(e) fluoro, 

(d) Q-€g- £cycloalkyl, and 

(e) Q-Gj-g xilkyl, wh e r e allcyl is unsubstitut e d or substitut e d with 1 6 fluoro, 
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er-R^-aad-R* & ar e join e d tog e ther by a Cg - galkyl chain to form a 5 6 m e mborcd ring, wh e r e 
tho alkyl arc unsubotitut e d or substitut e d with 1 3 substitu e nts whore th e oubstiu e nts ar e 
independently sel e cted from: halo, hydroxy, COR^ rQ-g alkyl, and Cj -gatkexy? 

efj^-aftd-j ^ are joined together by a C4 - 2alkyl O Cj --3alky4 .chain to form a 6 8 m o mbor e d 
ring, wh e re tho alkyl are unsubstitut e d or substitut e d with 1 3 substitu e nts wh e r e th e 
substiu e nts arc indep e nd e ntly sel e ct e d from: halo, hydroxy, COR^ >€4-3 allcyl, and 
Gj- galkoxy, 

e^-R^-and-j ^ are joined together by a O Cj - 2alkyl O chain to form a 6 7 membor c d ring, 
wh e r e th e alkyl ar e unsubstituted or substitut e d with 1 3 substituents wher e th e substiu e nts ar e 
independently selected from: halo, hydroxy, C0R^ v6-l- yrikyI, and C4 -3aikexyf 

R ^ is select e d from: 

(a) hydrog e n, 

(b) — ph e nyl, 

(e) G4- 6alkyl which is substituted or unsubstitut e d with 1 6 of th e following 

substitu e nts: COR- H -, hydroxy, fluoro, chloro, O C4 -gaHq4t 

ef-R^-aad-R-^ ar e join e d tog e th e r to form a h e t e rocycl e ring with a linker soloct e d from: 

(a) gH2(GR-28r2%_£- 

(b) GH2NR39- 

<e) NR^GR^R^ 

(d) 

(e) 

® 

(g) 

(h) GR2SR2S- 

wh e r e R^S is s e lected from s e lect e d from: 

(a) hydrog e n, 

(b) hydroxy, 

(e) hatej 

(d) Gj- galkyl, wh e r e th e alkyl is unsubstitut e d or substituted with 1 6 substitu e nts 

ind e p e nd e ntly s e lected from: fluoro, and hydroxy, 

(e) NR±2r±2; 

<f) GOR-H-- 

(g) GONR^R^ 

<fe) NR«GOR«, 

(i) OCONR^ R^ 
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(j) NR-^CONR^-^ 

(k) h e t e rocycl e , 

(1) GN, 

(m) NR^_so 3 -NRi3R^ 

(ft) NR45-SQ 3 -r44. 

(e) S©2-NR45R4i-aH4 

(p) ~0, wh e r e R^& is conn e ct e d to th e ring via a doubl e bond and th e other R^ -at 

th e same position is nothing, and 

where R^ is s e l e cted from: hydrog e n, G j-g alkyl, wh e r e th e alkyl is unsubstitut e d or 

substitut e d with 1 6 substitu e nts ind e pend e ntly s e l e ct e d from: fluoro, hydroxy, CQR^ 7 
SOgR H and SOaNR^R^ 

R^ -and R^~are ind e p e ndently s e l e ct e d from: 

(a) ~0, wh e r e R^5 and/or R^ is oxyg e n and is conn e ct e d via a doubl e bond, 

(b) hydrog e n, 

(e) ph e nyl, 

(d) G4- 6alkyl which is substitut e d or unsubstitut e d with 1 6 of th e following 

substitu e nts: — GQR^ ~, hydroxy, fluoro, chloro, O Cj -g alkyl; 

m is s e lect e d from 0, 1, or 2; 
n is s e l e ct e d from 1 or 2; 

the dash e d line repr e sents a singl e or a doubl e bond; 

and or a pharmaceutically acceptable salt or salts th e r e of and individual diastereomer 
diast e r e om e rs thereof. 

Claims 2-5 (Canceled) 

6. (Currently Amended) A The compound of Claim 1 of formula lid: 

Z 
R 3 
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wherein RM^^R 9 ^ 2 ^ 2 4 , and Z are d e fin e d in Claim 1 and the dashed line represents 

a single or a double bond, and 

R23 and R24 are independently selected from: 

(a) hydrogen, 

(b) halo. 

(c) trifluoromethyh 

(d) hydroxy, 
(g) C i^alkvl 

(f) -O-C uylkyL 

(g) -cq^^co^il 

(h) _^^ I C02Ci-3alkyL 

(i) -CM and 

(i ) -CQ-3 -heterocycle, 

and-or a p harmaceutically acceptable salts and salt or individual diastereomer diast e r e om e rs 
thereof. 

Claim 7 (Canceled) 

8. (Currently Amended) The A compound of Claim 4- 6 of formula Ilf: 




Ilf 

wher e in R4 ^^&-jff-R3 3 and R^4 arc defined in Claim 1, 

and -or a p harmaceutically acceptable salts and salt or individual diastereomer diast e r e om e rs 
thereof. 

9. (Currently amended) A The compound of Claim 8 wherein R 1 is selected 

from: 

hydrogen, phenyl, heterocycle, -Cl-6alkyl, -C0-6 a lkyl-O-Ci_6alkyl, 
-(Co-6alkyl)-(C3-7cycloalkyl)-(Co-6alkyl), 

where said alkyl, phenyl, heterocycle, and cycloalkyl are unsubstituted or substituted 
with 1-7 substituents, where said substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 
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(c) -0-Ci-3alkyl, 

(d) trifluoromethyl, 

(f) Ci-3alkyl, 

(g) -0-Ci-3alkyl, 

(h) -CORll, 

(i) -CN, 

(j) -NRl2Rl2 ? and 

(k) -CONR12R12. 

10. (Currently amended) A The compound of Claim 9 wherein Rl is selected 

from: 

(1) -Ci-6alkyl, which is unsubstituted or substituted with 1-6 substituents where said 
substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci_3alkyl, 

(d) trifluoromethyl, and 

(e) -CORll, 

(2) -C()-6alkyl-0-Ci-6alkyl-, which is unsubstituted or substituted with 1-6 
substituents where said substituents are independently selected from: 

(a) halo, 

(b) trifluoromethyl, and 

(c) -CORll, 

(3) -(C3-5cycloalkyl)-(Co-6alkyl), which is unsubstituted or substituted with 1-7 
substituents where said substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, 

(d) trifluoromethyl, and 

(e) -CORll, and 

(4) phenyl or heterocycle which is unsubstituted or substituted with 1-3 substituents 
where said substituents are independently selected from: 

(a) halo, 

(b) hydroxy, 

(c) -0-Ci-3alkyl, 

(d) trifluoromethyl, and 

(e) -CORll. 



from: 



11. (Currently amended) A The compound of Claim 10 wherein Rl is selected 



(a) hydrogen, 

(b) Cl-6alkyl, which is unsubstituted or substituted with 1-6 substituents 
independently selected from: fluoro and hydroxyl 
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(c) phenyl, and 

(d) pyridyl. 

12. (Currently amended) A The compound of Claim 6 wherein Z is C and R3 is 

selected from: 

(a) hydrogen 

(b) halo 

(c) hydroxy 

(d) Cl-3alkyl 5 where the alkyl is unsubstituted or substituted with 1-6 substituents 
independently selected from: fluoro, and hydroxy, 

(e) -CORll, 

(f) -CONR12R12 

(g) -heterocycle, 

(h) -NR12-S02-NR12R12 

(i) -NR12-S02-R 14 , 
(j) -S02-NR12R12, 

(k) -nitro, and 
(1) -NR12R12. 

13. (Currently Amended) A The compound of Claim 12 wherein Z is C, and R3 
is selected from: 

(a) fluoro, 

(b) trifluoromethyl, mid 

(c) hydrogen. 

14. (Currently Amended) A The compound of Claim-8 6 wherein R^ is selected 

from: 

(a) Ci-6alkyl substituted with 1-6 fluoro, 

(b) -O-C 1 -6alkyl substituted with 1 -6 fluoro, 

(c) chloro, 

(d) bromo, and 

(e) phenyl. 



Claims 15-19 (Canceled) 



20. (Original) A pharmaceutical composition which comprises an inert carrier and a 

compound of Claim 1 . 

Claims 21 and 22 (canceled) 

23. (Currently amended) A method for treating, am e liorating, controlling or 

r e ducing th e risk of treating rheumatoid arthritis which comprises the administration to a 
patient of an effective amount of a the compound of Claim 1 . 
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24 (New) The compound of Claim 1, which is selected from the following 
compounds, or a pharmaceutically acceptable salt or individual diastereomer thereof: 
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